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1/ 



1) £.m.mik9>'i?n'£tnm*, iiistt^ imto p h 

2) ^fetSIMPfclfc*-*-^ 

tr , £3f&f4 * * Jt^^rKft^ O D N A 5^01% * 1^*1" & 2f 

i ia*o^rfto 

[If ?£m 3 ] f£f5^«c7)7jcv#^0-r * -yfoBttf^ o~o. 2-e*«iS*^ l Xte 2 IB 

[»^S4] mxmmv>7kmm<Dmmm&, 0-300 ms/m-e$>^m^i~3o 

**DNAiftflP22.5pg/mmTT-*-5|f^ 1 - 6 O^f tL^Cfflt^m 

[SKNtgl 1] Ebfltf'fc Hj^I L-6 Hr -fit#T?**IH^fi 1 Olfifc 

[Itf^l 2] fet#^H hSMbffiHMl.- 2 4^- : ey ?u-±)Vfcfox~1b2>m 
0fB«<<7>yj£o 
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2/ 



[»*£i'3] famstymimwiwvi^^^mM^^mte (^lpth 
7 ov^-rn^tcfsm^^ 

<0f t^TO p Htriif^, ^ i: C J; o 1 1 ) Olg&frd. W^lSBfto 

#&oBMfc*c»ifc-c»m u »?> tL^-^ma««^a upH *m&fc<o 

[0 0 0 1] 
[0 0 0 2] 
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3/ 



[0 0 0 3] 



-S4f JillTt^ act (WHO) K£*)7F2tLX\<*2>o 

& t< »± £ *L oa^-CMai- KtCi I9DNA£B£*L 
[0 0 0 4] 

§tc(i, /nj^ >A& L< it-fu-rj >G# S I g Geo F cfi|KI&£'1-&14«£ 
[0 0 0 5] 

#t¥5-5 0 4 5 7 9-t"C(i, Bi?Li[jWI^«^f>#^^*iL#: 
^WTKtt^Ak^^nx^ >A& L<(i7°nr^>G*7A^n-7>^77^-i: 

, P H3. 0-3. 5) zm^xfofo*mmz*t. nbti&mammWLZ'i *> 

[0 0 0 6] 
[0 0 0 7] 



B D nt:^lt^DNA(7)Wfiti 1 0 0 p gDNA/ 
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[0 0 0 8] 

[mm £ %> tz *i> O 3Nt£] 

[0 0 0 9] 

(1) VXTVWLm : 

i ) ^ststt* y^t^^mfrz, >s*?n(omm&MT<D p h 

2) 

(2) ©{^EOtK^O^SS^ O-lOOmMO^^ffi-e^^Hirffi (1) ffi 

(3) efsS«07Xv«o>f ^-vsaat^ o~o.2-e**tfriB (i) xj* (2) is 
maim* 

(4) ©^E^TK^O^m^, 0-300 mS/mT^^mrlfi (1) ~ (3) <D 

(5) M^mrn. ?^>m, mmwmmfrbmiRzti&tiim en ~ (4) 

( 6 ) 7kmw.<v p H^afgtt^ >^ Mv^mgMT, P h 2 . 0 J^.±-e 
&£fttris (1) ~ (5) ov^-r^^fB^^ 0 

(7) DNA^$t»£Mf&<7>£g^ 
8tE22.5pg/ml^TT^^mf5 (1) ~ (6) 0^r*uH~KSc<W&o 

(8) ^af§tt^>^^K^feL#t?$>^HuiB (i) ~ (7) (D^-ttifrKmrnv) 
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(9) fofctfl gGfcfcX~$>2>mZ (8) tcfsmo^o 

do) ffim*KYmik*y ?v~i-)vfofcT&zmz (8) xf* (9) KiBm 

(11) fcvfc^t: MHtiftl L-6 V^Z-W&X-lb-hmZ (10) ffim<7)^ 

(12) h SHtfcfcHM 1.24 ijhW.^ J Z n - ^» mffB ( 1 
0) IB5ft<Z>;£fe> 

(13) hM^HJ^mt^^^^M^^ 0 ^ K#l# (#lP TH r P#l 
#) T^^^fB (10) IBfc^^o 

(14) ^StStt^^^^S^II^^n^-^iMHT-^^^HufB (1) ~ (7 

(i 5) )v?-mmz£-oxm$:ir2>mm (D ~ a 4) <d^-tk 

. (1 6) &mm&?>^?K^mm+zi&fcmjg<vM&ifzi±Tfrjjv&7mm 

MT© p H KWUM-rz Ittciotl) oit^lr^ MfttH 1 fSHcO^fco 
(1 7) ^a^tt^>/^K^#t:^o-C, m^^W^^yn^^VA^ 

mtt7Kv#^T-^m u # tizmttimmmmzmm l-c p h ^ig^co^m^ 

(is) iti^Tr i s7kmmx$>2>mm (1 6) xf± (17) mm<vij& 0 

(19) ttrie (1) ~~ (is) <v^irtii)Hz%zm<o^m-£^x%hih&mM$L 

(20) ttria (1) ~ (is) <D^irti^zmm<vijfe*m^fzmmj:m$:^ts> 
[0010] 
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'*9ftl*. 0dx.tf, «3K3at3n--jjnj»H^ (G-CSF) , «7^7 7 
-v'3n^|»(GM-CSF), xijxo,fif y(EPO)> hn>^f 
Ji^-V^OigjtH^ >f >**-7:tn^ IL-l^>IL-6^<7>->M h > N ^ey^ 
n-^;W5L#;, ftjBfcy?* 5 y -^^Stt^H^CT P A), ^n^^--- fe\ jfiLfc 

T-(S CF) tr^, dttt,^K5fe$*T.*v» 0 ^V^^^ife*>, G-C 
SF, ^y^nt-;«f(7)Wlffl<, $f>CifJ L<f±*y*n-^ 

lilgG, IgA, IgE, IgD, I gMK»«$ii4#, IgGtniWi 
[0 0 11] 

hm ; ?-*>f--X^A;**-0P* (CHO) TO, C12 7I1, CO 

9 y^fMtTzsmm-Amc-z&ziiO, Jbz>^\$mr^ swismn 1x1* 

[0 0 12] 
[0 0 13] 
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jim^te (fijx.(f#fjBS6 1-1228 8-5!-) k x *) ±mm% t*<DMMm, J 

-*Mt> f + ^f--XM7^-|peil (CHO) , BHKtt, COSI 

mm^m^wo 9 o/i 2 8 7 4» o zbiz, mm^^x^^EP 0 

^PEGft:i l9-fb^»L^^(7)^^-tro E P OOT ^ J ^@e?!]*<7)N 

#F?fl¥ 8- 1 5 1 3 9 8f, 8-506023 o $ ?> fctt 

[0 0 14] 

&Mm*L*? >'*9M&G - C S F T^a^lcti, G - C S F li^^StcffiS 
£*LfcG-CSF^abfttf^Tffiffl *5feW»-^»tA G- C S F 

fc^iBras ; -f-x hffi ; ^^^--x^na^^-ip^ (cho) mm, ci 

x-mmLfrmm%kLtzi><Dtfm^bti%>o ik*l<i**j»w, 

, PEGf[:i Mfc^WSfrfcG-CSFfc'g-fc' (BUS^WttiW^HS^WO 
90/12874 #hs) 0 
[0 0 15] 

*«fflu mftfow.zmi$;<Dftm^mKLtztfvx%L&u #<btt& 
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[0 0 16] 

&£M#Mfc£/H^ h^t 3&*T § %> (M*-\$, Carl, A. K. Borrebaeck, James, W 
. Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Ki 
ngdom by MACMILLAN PUBLISHERS LTD, 1990 #HS) 0 jy^tfHc a^/'J K- 

^<v^kfrhmmum*m^xmfe<D^m.w& (mm) ocWAz&m-r&o 

1 6tr t i" & #yf£<7)V * n - Ki~ & DNA h titilZ, ^fL% mm O^Li^^ 

mm (mm) ^3-ki-^»dna taasu ztizztm,^? ^a^tro % 

m^fON Ki"&DNA m*C ^<7)DNA £^trfi|J!^*- 

[0 0 17] 

^^LfcSf^&m^MJM^ 00 A If. (Chimeric) t MHfc ( 

Humanized ) ffLfaft t^mmx § & 0 £*LfbOE£'Mfr(£Ji. gfcftI<Wv*£J3v>T 

*9 > v * * feL#OBj^Hit £ ^ - Ki" &DNA & h ^L#<7)^#1Si^ £ ^ - Ki" & 
DNA £ili£§U ^^*^m^^^-^a^^•t?^i±^c^AL^^-fr-i>^<h^ 

[0 0 18] 

t MiffiflJ, (reshaped) £ h £vft t £ $fc £ *L, £ h J^<7)nf?lt& 

/i^x.fiV^^^O^'li^^ (CDR; complementarity determining 
region) £ t: h ^O^Mtt^fl^Sffi L^c & <DX*%> > |£#J £st 
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1/-A7-^ (framework region ; FR) & i 9 Ki&if L fcDNA 

V*?- K^PCR jfetct So #«b*L£DNA *H httfle^#«**3 - K 

$«itHJ:i}»e)*tJS (»I^WaiSR<2r^#^-EP 239400 . Hl^#^mil^ 
ffi^W 96/02576 #BS) 0 CDR ZftLXm&Z HZ hSbflWFRfi. *l*gtt& 

«©7P-A7-^««07^KS:iftU4j:v» (Sato, K.et al., Cancer 
Res. (1993) 53, 851-856) 0 
[0 0 19] 

z<D£7%mmj&K YMimfct vmimi l - 6 (n 

PM- 1 ) L < fll^StlS (IS^#l^tBII<2r^#-tWO 9 2- 1 9 7 5 9 

*#JS0 o ff;, miffiHU 1.24 fiiJSt/ * n-^-;i/^#: ft 
S^iffWO 98-14580 &#J!) ^ 12 hM<b^IiJ¥TO^^<=&>M^ 
7^ Kffi# (t/uP TH r P!5tC#:) (HB^im«^HI#^WO 9 8- 1 3 3 8 8 
£#RB) > 12 Mj^lHl^ft (SR^ttttSHStH&g-WO 9 9-5174 

[0 0 2 0] 

ttz, KYffit<DJm'%&i>mt>tLX\ f *&o 12 bVW^in vitro 

^n-7i)S, 0!lx.tfU266fc ^^0*£^i&teS:;rt*#rSOl£ hjjt 

(#<&^Fl-59878 #BS) o ifc, thM^f^TO 

htntffc*^*-* (S^#ffPthM<2r^#^-W0 93/12227, W0 92/039 

18, W0 94/02602, W0 94/25585, W0 96/34096, W0 96/33735#HS) 0 $t>^ t 

titv^o iilf, t h&#cWgg«#fc-;fc®tffc# (scFv) tU77^f 
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t: h %hfo(DnSm.W$L «: 3 - K-T * DNAIS^U * ftjg-t & £ ^"C § & 0 SbHC K 

i-*scPvodnasb^J5&^ tofrK&tus^ mmwzqKm^xmm*^^? * - 

WO 92/01047, WO 92/20791, WO 93/06213, W0 93/11236, W0 93/19172, WO 95/0 
1438, WO 95/15388£##Kl- & £ § £ 0 

[0 0 2 1] 

Zh^, #b#fcl±Fab, (Fab') 2. Fc, Fc\ Fd& b'^mmft *\ 1«X«2 
fa&JiO— #8$b# (scFV) ££^#fl*;fcLfcfctf> 
[0 0 2 2] 

[0 0 2 3] 

2) ££&f£T-£P£*1-^ 

o 

[0 0 2 4] 

£L<te0~50 mMU £ h * L < t± 0 - 3 0 mMVfcmfc* Kit, >f * ^ 
3£tJ&** 0-0.2, 03: L < it 0 ~0. 12cOtK^$ «U mW^tf 0 ~300mS/m 
> L<i±0 ~200mS/m, $ h Ktfr Z t < it 0 ~150mS/m<Z>7M#?l££ v> 9 o 
[0 0 2 5] 
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* St7&*^» L£ < p H fc##*^mj&«$Cfti&3r ¥K X *) M&t& £ 

[0 0 2 6] 

iff Lv* 0 

[0 0 2 7] 

OT\ DNA^^l^^ pHi±#^J!l^$tL-f, &Mfe®i?y^? 

o^?£) jet 0^.at&tt^>^^^5?O#m^mT<7)$ff U^pH^Mn^t 
*W|gt?** 0 ^i^^pHtUli, MpH2. 0J^±, L<f±pH 
3. 0J£Lt, L< lipH4. 0£l±^S o 

[0 0 2 8] 

UNH/-y3>*-7 (ETC) ^fflv^/^ft (Ion Exchange Chromatog 
raphy Principles and Methods, Pharmacia(3E|Amershara Biosciences), p52~ p 5 

6) ta vm^z ii^t^o 

[0 0 2 9] 
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[0 0 3 0] 

©pHCHU 

3) &C£$3-£l&3c1-&, 

o 

[0 0 3 1] 

*»W»-*tt*1ftfe*JK^aMt*»ffti:li, ^WtJg^O- 1 0 OmM, 04 
t < ti 0 ~ 5 0 mM, $ h tC04 t < it 0 ~ 3 0 mM©*»j|| fcti, * ^ 
m*0 ~ 0 . 2 . 04 L < ti 0 ~0. 12<7)7K«4 fcli, i**«*0 ~300mS/m, 
04 L < it 0 ~200mS/nu $ h K04 L < ti 0 ~150mS/m<7>;fc$gi£"e£> o T, p 
H2.0-3.9, 04 L< tip H2.0~3.0O*i£?££v>? o mifcKv#?£ti> *&S£> * 

[0 0 3 2] 

0-100 mM, 04 L < it 0 ~ 5 0 mM, $ h t^04 L < ti 0 ~ 3 0 mM^TK 
fcifcifctt. ^ft>?M^0~0.2, 04 L< «0~0.12^7K^4/c(i, m 

0 ~300mS/nu 04 L < ti 0 ~200mS/nu $ e> IC04 L < ti 0 ~150mS/m 
<D7km%LX-$><oX, — IfcfcttpH 7. 5-13-C&& (p HfiffMLi 9 

&«j&te*>^*s^ ^ofisuj:^ -e-*L-rtL**or^*) 0 

[0 0 3 3] 
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^ >;^f (Df 1MT« p Hl:ilt^ 0 ItttLT^ laUifTris-HCk 
U>m> Tris, Na 2 HP0 4 > NaOH& Z&mfZ £ £&X"£ 2> 0 
[0 0 3 4] 

[0 0 3 5] 

1) Wl^^nr^ ^/A^Kliynf^yGOTy^f-f^DYh 

2) #^^u?§ai^i:iw^aLtpH^i4istt^w^fofi^ 

3) ^C^f5^^|^*1-^>, 

tf J&Z kZ «fc o T N ^Sf&tt Sf^ffclW O D N A £ 2> 

o 

[0 0 3 6] 

ifzmffifctLXlt, ^iJxifTris-HCK V >E Tris^ Na 2 HP04> NaOH* if 
[0 0 3 7] 

* — f± % $lxJ£\ 1.0—0.2^ mOCellulose Acetate Filter System (Corning®* 

o 

[0 0 3 8] 
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tf&v* c 

[0 0 3 9] 

fiTV^o ffifip* "7 ^ ;v * - &&-t %> £ £ «fc o TDNA-^SfStt * * ff m 
[0 0 4 01 

£ODNA-&Mftt* > ^ ®^#^«g_t-e£ C & "^n -r >f V 
A & L < tf "/n f / (>G*7A^n7h^77'f -#^tfDNA3*$3» 
* K^Jlt^mift fcfr x. * v» o t? tf * afflfl Ltv^o 
[0 0 4 1] 

& KJ: «? »» 3 ^Lfctlffitt * > ' M tf . $ 5> lz m 4 * y 9 
[0 0 4 2] 

o TDNAjft ffijjfcfts £ HJfe-T & i tt <b RRSfe $ *L & & O t? tf * V> 0 

(0flx.tf22.5pg/ml) 3»<fc < Sa^l^O, £gy£14 

i0 3^h«riS«'t4ii:* t 'C§, teMO^W****-*-* ^t*§ 0 
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[0 0 4 3] 

mMmi : hPM-i ymimi l-6 v*7?-mif) mmz&tf&~7° 

1.1. |*««Fffi 

h pm- ltfrffc (h MHt#ii l-6 m*t(mmMi%m±m 

Cellulose Acetate (CAi:B&f )Fi Iter System (CORNING) Zm^Xffim. U 

$>mw&mLfz 0 hPM-iw, a^t^aiii^^wo 9 2/1 

9 7 5 9 ^m.(Dmmm l 0 KfB<££ *l£ ^xn>^y 3 y77^-I« 

j^uppg-g 9 9 0 2^<&$H<7)###!I2 IcfBfc^tu^ 
Si:iCtML/: (fi*: P H9. 0) o 
(2M£ffl» 

HPLC I L-6200 Intelligent Pump (HITACHI) 

L-4200 UV-VIS Detector (HITACHI) 

D-2500 Chromato-Integrator (HITACHI) 
ii 7 A : HR5/2(Pharmaciatt),5mmI.D. X20mmH 
Media : POR0S 50A(PerSeptive : i : ±), 0.4ml 

Lot ; A250-039, Code; SPECIAL 

HPLC : Waters PrepLC4000 System (Waters) 

Waters2000 System Controller (Waters) 
Waters486 Tunable Absorbance Detector (Waters) 
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Waters741 Data Module (Waters) 
««fe*tt- 1 U-2000 (HITACHI) 
iJ 7 A : XK26 (Pharmac i a}±) , 26mml . D. X lOOmmH 
Media : POROS 50A(PerSeptivett), 53ml 

Lot ; A250-039, Code ; SPECIAL 

h PM- 1 : m&Mm£}W>m~ ± &PLRP-S# 9 A (#V f'J- 
Xtt) £ ffl v> £ ^HPLC K X fcmir & 0 

DNAiM^S :^Vr/a*^ K|g:DNA^»&lc J: V) fflfef & 0 fflljgKStertfo X 
DNAfflm^ (DNAx + ^b7^^-^'7KfDMI>^) ^HiTT^o £ 

2000 (HITACHI) icf* U 660nm &C & & !8MX * ifll^-T & o 

i.2. mm&ftom* 

v\ h PM- 1 M^&Wffii&K X &DNABfc£ 

ttJN-^W^-O^ ifcifH. ftj|2, Iffitilt^o vtttly"n-7T^;V*A280nni 
"CSS^U ^>/^KOtf-^^^|L7to ^*C-P Bufferti^^^m- 

[0 0 4 4] 
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»1] 







mmm2 


mB&3 


1 1 Li 


1M MaHl/l nOrnA/r P P 

JLivx rv clkju j_ ul/iiu.vjl v^-xr 

Buffer pH7.5 


livl INaCo/lUIIlIVl L/-X; 

Buffer pH7.5 


11V1 JNaOl/lUOmM L/-Jr 

Buffer pH7.5 




1M NaCl/lOOmM C-P 
Buffer pH7.5 


1M NaCI/lOmM C-P 
Buffer pH7.5 


1M NaCl/lOOmM C-P 
Buffer pH7.5 




lOOmM C-P Buffer 
pH7.5 


lOmM C-P Buffer 
pH7.5 


lOOmM C-P Buffer 
pH7.5 




lOOmM C-P Buffer 
pH2.6 


2.5mM HC1 pH2.6 


2.5mM HClpH2.6 



[0 0 4 5] 

#^ffiM^tr300mM Tris^-e P H7.0^11^L7thi5> i&Mv#tBIbH 

^dna* t <d m m * Z> 4* » * # o o 

[0 0 4 6] 

ClzftK(OmM,50nM.100mM) t#^Ht©fflHS:*ftjto ^*ONaClifti£t#SSH 
tOfflM^tftt Lt, -e^-TttONaCl^Jn^ J: ^Protein Av£tBIj^£300mM Tri 
s^?Kl?pH7.0^1!B»t^:-9->y;i/S:«afr, -eOpHp^f&f-^ '7 p ;i/4r0.22^m CA 

IBI^-ChPM- 1 ®W$(MM&V>*>) «r«UeU ^DNA*£$J5eL£o 
1. 3. ®J» 

#»ffi^fe#^*»t«hPM--liaiRspS:fl!!3feL7feo »ffifelH^»t 
&EIJRs£(±98. 6% ofc 0 2 K&tf & ®JWeM:83.8X~97. 1 

^ffi&2Kj3tt&EJJ|«^fi83.5%~93.7%£j£ &oi^C/i#, ^ItX^r- 
;v^/Jn ^v^S (WIS* : 0. 4ml ) ^ <b £ Z 2> tf <b o § t?* & t £g! £ tifz Q fit 
s *f §!U^ - ^ £ 7 y "7° L fciftW (?§m&2) t» t±3c;e UhPM-1 0JR^9O% 
jy.±*^-r*Sr?tSbfeo tot, tW^T^ot^ hPM-1©!] 

1.4. ^tUIIf^<?)»NaClj|St#lIBii 
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[0 0 4 7] 

[^2] 



I Naci mmm 


OmM 


50mM 


lOOmM 




0.004 


0.007 


0.011 


M(pHM) 


0.252 


0.049 


| 0.020 


hPM-1 0iM<iSt3^)(%) 


81 


86 


88 


DNA S(&tiiM)(pg DNA/mg hPM-1) 


98 


220 


241 ; 


DNA fi(Mf£)(pg DNA/mg hPM-1) 


11 


30 


250 



«j8tOhPM- 1 EllR^tilOOmM NaCl&2ra^>y;v*T?88X«:*FU flSK50mM 
NaCl«]086%, OmM NaC1^3jn081%*T?*o fc„ ^DNAM^MLTfi, IM^ 
Wvr.fl'-efc *>£ N OmM NaCl»-9->-7°;WM^^L^ ^Kj&a&OOmM Na 
Cl»-9->-7°;VT-{±llpg DNA/mg h PM- 1 tS^T^fc-Cfcorfio 
[0 0 4 8] 

ll«55WLtv^pIitt^^^^t^t*l)^ 0 £-^t> <pH^7.0^ 

mmtzm^z *) hPM- 1 tmk^ms.^mLm.n^^ tii$w 0 h 

PM- 1 nm^SriU < i v^d fi, ^jnNaCl^jg£i#ftl£-£& - t iffl- 

Hifefll 2 : H h iHtinlP T H r PjfrfoWffijR 

MMPTH r Pjftfl^SfcN- (CHO*BJ&W*Lfc«a^Jt*0.45+0 
.2^m CA SARTOBRAN P7>f (sartorius) t?«ja Lfc <> <£>) fc^o-jr^ 

A77^7^-*7A^nv>^77^^ffiv^^T^T^#tJ: Dffi 
ffiLfco PTH r PfcL#(is S^#f^m^<ZrP^#-^WO 9 8/1 3 3 8 8 

■^&«HgB«O^H i o Tf&fc Lfc (fljS : p H 8 . 3 ) o 
2.1. 

ISSc^S : AKTA explorer (Amersham Pharmacia Biotech) 
*9A:HR5/5. CIO, XK-26 (Amersham Pharmacia Biotech) 
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#Ia ! rProtein A Sepharose Fast Flow 
%m I ^*±Vtlt^#(pH6.6~7.5) 

^ffill^P^ ! 1H TrisTKvt^lc X *9 #®pHt::i^ U 0.2/im Cellulose Acetat 
e(&TCAfc«M-)7-r ^ *)DNA£G&* OTFO (1) Kj3V>T&#* 
«ft) o 

[0 0 4 9] 

/Df-f >A#9A£l50mM NaClX 1 ) ^■a^Bfe-V >lMgWfSpH7.5-e+5*^ s F 
«HfcLfc&, ±fBfiL^^CMSrH#L^o ^T^Ltv^^ * 150mM 
NaClA"9 >&iK«rftpH7. 5T?i5fei§K M^SW^Ttf £ IW^x> 

LTto mmy°^yr4 ;v^A280nm-e^L> ^ W?^5te-^*^L^o 

2.2. mm&nffimm&tktirmt 

zmt&fivfco /nN ^Am&mftZ, l.OM Tris tK^KJ: «9J^TO#^: 
ftpH (^SHSE(2.7), 4.0, 4.5, 5.0, 5.5, 6.0, 6.5, 7.0, 7.5 ) fcWSSLfco 
•€-Of^ — 5EB#HlfegU 0.22um CA-7^;W^-iiMS*tTo7to -f-Of&l.OM 
Tris*»**:J: SpHTKBi&U DNA^M^Mto £ 0 ^ 3 ^^ftpHCR tfBcllBIH 
t^^DNAO^^fo 



[0 0 5 0] 

[^3] 

mWQM®i£&Mmm : pg / mL) 





pH 7.5 


DH 7.0 


pH 6.5 


PH 6.0 


pH 5.5 


PH 5.0 


PH 4.5 


PH 4.0 


Direct 
(pH2. 7) 


0 hr. 


984 


83.3 


53.8 


< 22.5 


< 15.0 


17.2 


54. 1 


32,052 


40, 878 


6 hr. 


816 


51. 9 


< 15.0 


< 22.5 


< 15.0 


< 15.0 


44.0 


38. 172 


42.078 


24 hr. 


310 


46.6 


< 15.0 


< 22.5 


< 15.0 


< 15.0 


39.7 


42, 528 


30, 222 



(i§*_Lm«fCC)DNA: 6, 637, 200 pg / mL, 7 J )V& —feUQMtpO DMA: 25,110 pg 
/ mL) 



WtfrtoWkfrkx*)^ P H5.5. e.oK&if&o.e^mmi&mir^xbz&^xw 
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pH« < , Xi±® < & & fco*LTDMifc*<a3&s|Sj&«g < & & £ riHgfUS tLTto 

^ HHbiftHM 1 . 2 4M^y^n - ^/W^f^TlfcH- ( C H OM^* 

*^ffi-CJaTOfE4^SBiiO*#^J:l)»*L7to **5, HM1. 2 4«»*y 
*n-^;Hfc#ji, aiei#^ffiJS^M#^WO 9 8/1 4 5 8 0^<2r#Kffii^ 

^laor^jfiu 0^»£: P H9. o) 0 

3. 1. Hife£# 

: rProtein A FF, 5 mL (16 mmID x 25 mmH) 
! 5 mL / min (150 cm / h) 

[0 0 5 1] 

[§E4] 



« (20CV) 


10 mM C-P Buffer, 1 M NaCl, pH 7.5 






ifeifU (20CV) 


10 mM C-P Buffer, 1 M NaCl, pH 7.5 


m&2 (20CV) 


10 mM C-P Buffer, pH 7.5 


docv) 


^X>&, pH 2.5 


$t&3 (4CV) 


0. 1 M NaOH 



-fuy-^i ykil y A £l50mM NaCl A <9 9 >MM«pH7. 5X*-tfrK¥ 

NaCl A 0 9 J- >m- V >m^®^ P H7. 5ti$fcifK JEte*m^*T»f S IW^x > 
Mfc-V >^M«pH7. 5T^#^^f V\ -!-O^20mM^^>m7]c^HT^m^^M 

^f^f >A^ttilJ^^fflv^T^Tco^#^|t^^Mt7to 

3.2. mm&<r>n^mm^mm 

2>mt*ft^fz 0 fuf-j yAmmWftZ, l.OM Tris 7X^^«£ V)£XT<D&tk 
FfpH(pH = 4.5 - 7.5)lzm&Ltz 0 *<0^ — SERtPTOSU 0.22um CA7 4 ;v 
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^-Mii^a^^fo/co -e-O^l.OM TrisTKJStfttwJ: DpH7tcwaEU DNA5c4Sl 
O 5 ^^ X & \l hMftifiHMl . 2 4^*y * n-^;v&#<a5ga&ff 

[0 0 5 2] 

[f5] 

g£*y DNA R&*©lfcgtf (mfi : pg/ml) 
Ml 





pH 7.5 


pH 6. 5 


pH 5.5 


Oh 


1142 


624 


113 


6h 


3288 


1157 


117 



mm±ffi t P<D DNA : 235200 pg/ml) 

mm 2 





pH 5.5 


pH 5.0 


pH 4.5 


Oh 


137 


67 


86 


6h 


94 


34 


164 



(ig^hflf^CDDNA : 5448000 pg/ml, 

7^)i?—mM&m&ft?m<Dmm i P<Di)M mo pg/mi) 



[0 0 5 3] 

[^6] 





pH 5.5 


pH 5.0 


pH 4.5 


Oh 


98. \% 


89. 6% 


87. 8* 


6h 


89. 335 


91.1% 


98.6* 



Protein AT 7 -r =.f 4 - ? 07 h ^7 "7 -f -JBSLfc^M-VT^WC^T 
»±;fcfifc<9DNAaq££ LTV* HJ^ 1 fipH 7. 5, 6. 5, 5. 5 pH^f&T 

o M2T?fi pH = 4.5, 5.0, 5.5<0^#T-|WI^^^^f ofctf*, £OKKi3 
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2002-265609 



22/E 



^MM4 :i^n-^jfg^ (g-csf) <vmm 

G-CSF-^-^fl- (CHO»t^t;^ilS) ^I^rJilTO^t 
MZmiMLti : P H5. 5-5. 7) c 

4. 1. ^aj^co^DNAI^^f^ft 

z>tm*ft^tz 0 G-csF^m^\zmmm<nw.\mm. (2.5mM hcitm#?£ 

) £«IU M^20%^m^fflv^T®^J^<7)m'l47Xvt^m^ U ^Cf^DNA 
*mmLtz 0 1.0M Tris ?kmmz J: ^Tc^£ftpH(pH = 4. 3X(±6. 6) tcp^ 
U ^V^T0.22um CA-7-f ^^^Mii^a^^fo/io ^H^OM^D 

[0 0 5 4] 

^i¥DNAP^(D^W- : pg/ml) 





pH 6.6 


pH 4.3 




4. 3X10 5 


4.3X10 5 




2.8X10 4 ! 


< 90 



mSE# 2003-3085436 



2002-265609 



mm 

2) 
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i. m^BB 

[fllfi] 
ft £ 
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